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(21) 4129631/04 

(22) 25.09.86 

(46)30.1193 5m Na 43-44 

(71) Bceco»3Hbw HayMHO-MCcneAOBaienbCKMM xhmh- 
KO-AfeapMaueBTMMecKvw MHcncryT wMCepro Opa>kohm- 

KMfi3e 

(72) Kanrowa HB;.ULJb€aob Owimtmc. HJi 
(54) 4-XJ10P-5- HHTPO-6- METWITMEHO 
[2,3-DinMPWMVlAMH, OEH flPO- 
TWBOTyEEPKYnE3HOft AKTMBHOCTbK) 

(57) Mao6peteHMe Kacaerca npow3BOAHbix mpmm*-. 
Ha b MaoHoaw 4-xnop-5-HWTpo-&-MeTwiTMeHO 
{23-d] nwpMMMAMHa (nM) t KOiopbM oGnaflaei npotw-- 
BOTy6epKyne3H0M aKTMBHOCTbio m Mower 6brrb wc- 
nonb30BaHO b MeAMtinna Uenb - C03Aa»we 6onee 



aKTMBKWX w MeHee tokowhwx Bemecrs yKa3aHHoro 
Knacca CnKre3 I1M BeAyr M3 6-MeTwi-3,4-AerMA- 
ppTHeHC^3-d)niipMMMAMHv4-OHa m HMTpyKHuew 
CM6CM ntw cooTHOiueHvw HNC) m H SO, 12 : 10 npw 

3 2 4 

xeMnepaType He swuie 5°C 3aTeM HMTponpoAyKi 
o6pa6aTbiBaiOT P0C1 3 b npwcyraBMM AMMeTwi^opMa- 
m*j\a B cpeAS AwxnopSTaHa. Bwxoa 70%; tjtr 84 - 
85 °C; 6pyno (J)-na C 7 H ClN0 2 S. npoTHBOiyGepKy- 
ne3Hafl atawBHocrb npoTMB H 055 mkt/mh, npoiwB 
Mavium 1.53 mkt/mr npojMB Miortuitum 500 mkt/mh 
(yKasaHa MaKawianbHO nepeHOCuMaa KOHueHTpauwa 
MPIK). Vl3BecTHbiM CTpenTOMMUMH WMeeT MriK = 1-2 
MKr/Mn npoTWB H ? R 
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M3o6peTeMwe othochtca k hobomy npow3- 
aoAHOMy TneHo[2 t 3-d]nMpwMMAnwa» o6/i3AaK>~ 
lqeMy nporvi30Ty6epKy/ie3HOf! axTWBHOCTbKX 

Vi MO>5CCT H3M7M npWMeHeHUe B MGJ\V)l\VMG. 

Ue/ib n3o(jpeTeHHH - noucx coeAHHCHwft, 
o6naA3K)iMHx Bbicoxoft npoTMBOTy5epxy/ie3- 

HQfl GKTMBKOCTblO M M6HbLUeR TOKCWMHOCTblO B 

pnAy npow3BOAMWx TueHo[2 ( 3-d3nMpnMMAMHa. 

CneAy»ou4ne npMMepw i/m/nocTpwpyfOT 
cnHTea npeA^araeMoro coeAViHeHMJ?, ero npo- 
TuiBOTy6epKyne3Hyto axTviBHoCTb h tokcwm- 

HOCTb. 

n p m m e p. no/iyseHwe uei/ieBoro npoAYK- 
Ta - 4-x/iop-5"HHTpo-6-MeTM/iTMeHot2,3-d]nM- 

pUMHAWHa. 

L no/iyMemie ucxoAnoro. coeAnneHiifl - 
S-HMTpo-e-MeTM/i-S.^-A^rnAPOTW^HOp.S-dlnM 

pMMMA^4-OHa. 

K pacToopy 3,66 r(0,02 MO/ib) 6^6X14^-3,4-. 
AnrwAPOTMe>rot2 t 3-d]n^pwMMA-4-OHa b 5 m/i 
K0HueMTpwpoB3HH0fi cepwoft KwcAOTbi npwxa- 
nunaiOT Hi/rrpyK>myK> CMecb a30THofi n cepHofl 

KWC/IOT BC0OTHOUJeHMM(12:10) TaK,.MT06blTeM- 

fiepaTypa He npeBbiiua/ia 5°C. SaTCM peaKUw- 
OHHyio CMecb obiAep>KWBa>OT 1 n nptf 
KOMnaTHOiiTeMnepaType, 3aTeM au/inBaiOT Ha 
neA, ocsaok oTt^vinbTpoBwaatOT n KpucTan/w- 
3yior us AWOKcana, T.n/i. 241-242°C. 

. BbweneHO, %: C 50,6; H 3,6; N 16,9; S. 
19,3. 

C7H6N2OS 

HaflAeHO,%: C 50,6; H 3,6; N 16,9; S 19,3. 

II. nojiyMeHwe 4-XJ10p-5-HHTpO-6-MeTH/lTWi- 
SHo[2,3-d]nnpnMUAWHa. 

CMecb 3,8 r (0,018 MO/ib) 5-HWTpo-6-Me- 
Tw/i-3 t 4-A^rnApOTvieHot2,3-d]nvipnMMA-4-OHa, 
1,65 m/i (0,02 MO/ib) POCI3, 1,39 mji (0,018 
Monb) AMMeTn/i(J>opMaMHAa a 100 Mil. cyxoro 
AMxnqpaTaHS (flX3) xwrmTaT npw nepeMeiuw- 
oaHww 30 muk. PeaxuMOHHU'/i pacToop npOMW- 
d3k>t. boao&, AX3 ynapwaa'iOT b oaKyyMe, 
ocTaTdK KpMCTan/ivi3yK)T M3 CMecw reKeana w 
x/iopwcToro MeTM/ieHa 1:1. T.an. 84-85°C. 

nonynafOT 2 r (70%) 4-x/iop-5-HMTpo-6-Me- 
-ru/mieno[2,3-d] nupviMMA^na b BMAe nopotuxa 
KpeMOooro uBeia, pacTBopviworo b cnwpTax, 
x^opyr/ieuoAOpoAax. A"OKcaHe, K6T0Hax. 

Oo p.Myna w3 0 6peTeHWJi 
4-XriOp-5-HMTpo-6-MeTMntMeno [2,3-d] nw- 

PMMMAVIH (J)OpMy/lbl 



BbiMwc/ieHo,%: C 36,6; H 1,8; CI 15,4; N 
18,3; S 14,0, 

C7H4CIN3O2S 

Ha*AeHO.%:C36,6;H 1.8: C1 15,6; S 14,1. 
5 CneKTp AMP (CHCI3, bh.ct. TMC) a, m.a.: 
8,93 (c, 2-H); 2,75 (c, 6-CH3). 

. PIpeAnaraeMoe coeAMHeHwe o6naAaeT bu- 

COKOM npOTMBOTy6epKy/ie3HO« 3KTMBH0CTbK). 

. KOTOpda n3y4aeTCJi a onwTax in vitro. OnpeAe- 

10 /IfllOT MWHWMS/lbHyiO nOAaBAflK5lUyK) KOHIJ6HT- 

pauwo (MriK) Ha cpeAe Cotoh3 b p»Ay 

CepMMHUX p33BeAGHHW. B K346CTB© TeCT-Ky/»b- 

Typ Mcno/ib3ytOT MMKo6aKTepnw Ty6epxy;ie3a 
Me-noBeyecKoro Twna (M.tuberculosls H37R4) w 
i5 yc/iOBHO najoreHHwe Mnxpo6aKTepnw 
fsT.avium m M.fortuitum. Cpbxw xy/i bTn BwpoBa- 
Hi/ia npw 37°C.cooTBeTCTBeHHO 14,7 m 6 cyroK, 
B KaMecTBe npenapaja cpaBHeHiui ncno/ib3y- 

JOT W3BeC7Hbltf( npOTMBOTy5epKy/ie3HblM 3HTM- 

20 6MOTMK - cTpenTOMMUMM, MI1K KOToporo 
npoTMB H37R4 cocTaB/iHeT 1-2 mkt/ m/i. YcTa- 
• HOB/16HO, mto MflK npeA^araeMoro coeAvtHe- 
hm« nporuB H37RV = 0,55 mxt/ma npoTMB 
M^avlum 153 mki7mji, npoT^B M.fortuitum 
25 500 MKr/M/i/TaKMM o6pa30M, Taxoe coeAHHe- 
Hue BbicoKO axTMBHO in vitro npoTMB mviko53k- 
Tepvi^ Ty5epKy/ie33 m npsxTimecKH He B/injieT 
na pocTyc/iOBHO naToreHHbix MHKo6aKTepww. 
O ct py \o to kcmm h ocTb onpeAe/jflioT A/i* 6e- 
30 /ibix 6ecnopOAHux Mbiiuetf-caMUOB Maccoii 18- 
20 r npw OAHOxpaTHOM BBeAenwn b ^Ke/iyAox. 
BeiuecTBO BBOA«T b bma? cycneH3Mw b Kpax- 
wanbHOM jyieftCTepe ao 0,5 m/i Ha Mbimb. Ha 
Ka>KAyto A03y 6epyr no 5 xnBOTHbix. YcTaHaB- 
35 AMBaiOT LDtoon MaKCMManbHyio nepeHOCMMyK) 
A03y (Mnfl). LD50 buhmc/is?k)t no MeTOAy Kep- 
6epa. YcTaHOB/ieHo, mto a^* npeA^araeMoro 
coeAMHeHMR LD100 888 1000 Mr/icr, LD50 = 675 
Mr/xr, MflA^SO wr/xr. 
40 nepeH.ocwMOCTb coeAnneHviH a^» Mwu/eft 
yK33aHHofi xaTeropwn onpeAe/ifl»OT npw exe- 
AHeeiiQM OAHOxpaTHOM BBBAeHMn b >xenyAOK 
na npbTnx<eHMvi 5 AHef^. OnpeAe/i«K)T MRfl, 
KOTopas? A/Jfl npeAnaraeMoro coeAMHeHwa co- 
45 CTaB/iweT 250 Mr/xr . 

(56) MaiukOBCKHft M.fl. /lexapcTBeHHbie cpeAi- 
CTsa. M.: MeAWUMHa, 19.84, m. 2. c. 230. 
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o6/iaAa»ou4Mft npoTMBOTy5epxy/ie3HOft axTwa- 

HOCTbiO. 
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THE CLAIMS 
4-Chloro-5-nitro-6-methylthieno[2,3-d]pyrimidine of formula 




CI 

having antituberculous activity. 



